Immunohistochemistry
The paraformaldehyde-fixed inguinal WAT and interscapular BAT tissue samples were digested with proteinase K (20 μg/ml) for 5 min, followed by staining overnight at 4˚C with a rat anti-mouse CD31 antibody (1:200). Following rigorous rinsing, blood vessels were detected with Alexa-488 or -555-labeled secondary antibodies. After washing, slides were mounted in Vectashield mounting medium (Vector Laboratories, Inc., Burlingame, CA, USA) and stored at -20˚C in the dark before examination under a confocal microscope (Zeiss Confocal LSM510 Microscope, CLSM). Images were further analyzed with the Adobe Photoshop CS software program.
Some adipose tissues were dissected and immediately frozen on dry-ice in Tissue Tek (Histolab, Gothenburg, Sweden) and stored at -80˚C before use. Tissue sections of WAT of 30 µm thickness were prepared by a cryostat and were immersed in acetone for 10 min. Tissue slides were washed with PBS, blocked with 3 % goat serum in PBS for 20 min and incubated for 1 h or overnight with anti-CD31 (1:500), anti-Ki67 (1:1000), anti-VEGFR1 (MF1, 1:100), anti-VEGFR2 (TO14, 1:1000) or anti-Prohibitin (1:100) antibodies. In some experiments, triple staining with these antibodies was performed.
After washing with PBS, a secondary anti-rat Alexa-555 antibody, an anti-mouse Alexa-488 antibody or an anti-rabbit Cy5 antibody was added to the tissue sections and incubated for 1 hour. Sections were washed with PBS, followed by counterstaining with DAPI, and mounted with the Vectashield mounting medium. Stained tissue samples were analyzed using a confocal LSM.
Some adipose tissues were embedded in paraffin before use. Tissue sections of 5 µm thickness were prepared. Tissue slides were stained with anti-isolectin B4 (1:500) antibody according to a standard Avidin-Biotin-Complex protocol. DAB was used as a chromogen to illustrate the positive staining.
Quantitative Real-Time PCR
Inguinal WAT was homogenized in Ultraspec (Biotecx, Houston, TX) and total RNA was isolated and reversely transcribed according to the manufacturer's protocol (Applied Biosystems, Foster City, CA, USA). Random hexamer nucleotides were used for the first-strand cDNA synthesis. Detection of mRNA was performed using an ABI-PRISM ® 7000 Sequence Detection system (Applied Biosystems), principally as described (Scheele et al., 2007) (Table S1 ). The mean of the values obtained in warm-acclimated animals was set to 100 % and values obtained in cold-exposed animals were expressed relative to this.
Northern Blot Analysis
The RNA was examined by Northern blot analysis, principally as described (Lindgren et al., 2004) . The membranes were probed consecutively for UCP1 and VEGF mRNAs, after being stripped in-between by repeated washing with boiling 0.2 % (w/v) SDS.
Affimetrix Array Analysis
Data were extracted and normalized using gcrma implemented in the R package gcrma (www.r-project.org). Integrity of samples was assessed using 5´ to 3´ ratios and the comparability of the arrays by scaling factors using the R package "simpleaffy" from a BioConductor (Gentleman et al., 2004; Wilson and Miller, 2005) . The reproducibility was assessed by principal component analysis implemented in R (using covariances), and correlation analysis was performed using the Spearman correlation estimates ( Figure   S2B ). Based on these assessments, samples from 1 and 5 week at 30˚C were combined to generate a single control group because they showed virtually no differences. A Significance Analysis of Microarrays (SAM) program was applied to identify early differentially expressed genes between the control group and 4˚C-1-wk-treated samples, and a false discovery rate (FDR) of 5% with a post SAM fold change of 2 was used as cutoffs (Larsson et al., 2005; Tusher et al., 2001 ). The early, significantly differentially expressed genes were used for further clustering, in which the linear per gene normalized (to the mean) expression values from the control group as well as both time points.
Expression values from the control group as well as both the 1 wk and the 5 wks treatment group were clustered using hierarchical clustering (using average linkage and eucledian distances) in Genesis (Sturn et al., 2002) . To identify important regulatory genes, we extracted from the list differentially expressed genes that could be annotated to angiogenesis/growth factor activity, receptor activity, signaling molecules, adhesion molecules, and transcriptional factors. Those genes were not clustered but displayed using a similar presentation as a clustering in Figure 2B . We also extracted the genes that showed the largest relative differences in the first comparison. The top 30 up-regulated genes were shown in a non-clustered view. The data set has been submitted to the Gene Expression Omnibus (GEO) with accession GSE13432. 
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